divergent, it should be pointed out that one common way in which a number of divergent molecular or cellular events (e.g., mutations, oxidation, protein misfolding, truncation, or aggregation) may all contribute over time to death of neurons is via activation of resident microglial populations in specific brain regions. If the initial trigger that elicited microglial activation is not resolved (as in the case of a genetic mutation or a prolonged or repeated environmental exposure), a selfsustaining cycle of neuroinflammation is likely to ensue and contribute to neuronal dysfunction and eventual death of vulnerable neuronal populations leading to motor and/or cognitive decline (Fig. 1) . In support of this idea, formation of intracellular and extracellular protein aggregates as well as other cellular and molecular processes that activate microglia in the CNS and promote acute or chronic neuroinflammation has been identified in recent years and are characteristic of chronic neurodegenerative conditions. These include accumulation of abnormally modified cellular components, molecules released from or associated with injured neurons or synapses, and deregulation of inflammatory control mechanisms such as those that occur with aging. Thus, experimental, clinical, and epidemiological studies strongly suggest that activation of resident microglial populations may be 
